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In This IssueIn Review: Irreversible Kinase Inhibitors
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Cysteine–targeting irreversible kinase inhibitors have recently attracted
considerable attention from the drug discovery community. Liu et al. review
recent advances in using structural and bioinformatic approaches to develop
new classes of covalent kinase inhibitors.Location, Location, Location!
PAGE 161
Antibody drug conjugates (ADCs) can deliver drugs attached to antibodies to
selectively targeted cells. Strop et al. develop an enzymatic method for
site-specific antibody drug conjugation to examine the role of the conjugation
site and find that the conjugation site has an impact on ADC stability and
pharmacokinetics.Prodomains Are Useless: AvrPphB Says ‘‘Not So Fast’’
PAGE 168
Lu et al. develop an activity-based probe for AvrPphB, a papain-like protease of the bacterial plant pathogen
Pseudomonas syringae. Studies using the probe reveal that AvrPphB is secreted as a proprotease through type III pilus
and that the removal of the prodomain is required for full activity inside the host.Hitting the Symbiosis
PAGE 177
Filarial worms cause diseases such as lymphatic filariasis and onchocerciasis.
The worms are in a symbiotic relationship with a bacterium, and Lentz et al.
present wALADin1, a compound that targets bacterial d-aminolevulinic acid
dehydratase, without affecting the host, as a strategy for antifilarial drugs.For Inflammation: Eat Fish, Take Aspirin
PAGE 188
Resolvins are a family of chemical mediators produced from omega-3 fatty
acids that activate resolution of inflammation. Dalli et al. demonstrate that
resolvin (Rv) D3 accumulates within late-phase resolution. RvD3 and its
aspirin-triggered form show potent anti-inflammatory and proresolving
actions.IL-17A Receptor Inhibitors for Psoriasis
PAGE 202
Blocking IL-17A interactions with its endogenous IL-17 receptor (IL-17RA) can constitute an important therapeutic
target in autoimmune diseases. Zaretsky et al. use a directed evolution approach to generate soluble IL-17RAmutants
exhibiting improved properties and promising results in a psoriasis mice model.Multiple Conformations in Human PNP
PAGE 212
Purine nucleoside phosphorylase (PNP) is a target for leukemia, gout, and autoimmune disorders. Suarez et al. examine
the motion of catalytic site loops to establish their role in catalysis and argue for at least two distinct conformations:
open, to allow substrate binding, and closed, to support transition state.Chemistry & Biology 20, February 21, 2013 ª2013 Elsevier Ltd All rights reserved vii
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Mate et al. describe engineering a fungal high redox potential laccase to be active in human blood, with its strong
chloride concentration and alkaline pH. Thus, the authors reach a milestone that will be applicable to an array of
exciting biomedical and bioanalytical applications.Scaling the Tree towards Antibiotic Discovery
PAGE 232
Ligands that interact with the vast majority of small-molecule binding transcription factors (TFs) are unknown.
Cuthbertson et al. report an application of phylogenomics to predict ligands for TFs. They identify an antibiotic ligand
for a TF and establish an interesting mechanism of antibiotic resistance.viii Chemistry & Biology 20, February 21, 201Recycling in a Prebiotic Soup
PAGE 241
Recycling is the reuse of items and is beneficial to systems in which resources
are scarce. The emergence of life on Earth likely depended on events that
occurred under such scarcity. Vaidya et al. show that fragment recycling plays
the potentially key role in the transition from chemistry to biology.Inactivation of Plasminogen Activator Inhibitor-1
PAGE 253
Plasminogen activator inhibitor-1 (PAI-1) is an inhibitor of fibrinolysis and
tissue remodeling and a potential drug target. Lin et al. describe a structure
of PAI-1 bound to a small-molecule antagonist, embelin. Embelin inactivates
PAI-1 by inducing its rapid conversion into a substrate for the target proteases.Analyzing Rheostat-like Kinase Regulation
PAGE 262
To examine the rheostat-like functions of kinases, Kawashima et al. develop a broadly applicable chemical biology
strategy. They apply it to examine fission yeast Aurora kinase functions during cell division and discover that different
levels of kinase activity lead to different functional outcomes.Cocktail Drugs for Nasty Bugs
PAGE 272
Wang et al. describe the identification of structurally diverse small molecules demonstrated to inhibit WTA production.
Combining such agentswith b-lactamsmarkedly reduces the frequency of resistance and improves efficacy in amurine
infection model of MRSA and opens new doors for combating MRSA and MRSE.Function Guides Lead Discovery
PAGE 285
Schulze et al. develop a platform for prediction of compound modes of action
from primary screening data by applying phenotypic image-based screening
to natural product (NP) libraries. Using the platform on an unannotated marine
NPs library leads to a family of iron siderophores that cause cell cycle arrest.3 ª2013 Elsevier Ltd All rights reserved
